Interventions: 1 daily tablet of oral conjugated equine oestrogen, 0.625 mg, plus medroxyprogesterone acetate (Prempro, Wyeth Ayerst, Philadelphia, PA, USA), 2.5 mg, (n = 8506) or placebo (n = 8102).
Outcomes: CHD defined as acute myocardial infarction (MI) requiring overnight admission to hospital, death caused by CHD, or silent MI identified on serial electrocardiography. Secondary outcomes included coronary revascularisation, confirmed angina, and congestive heart failure. 
MAIN RESULTS
Analysis was by intention to treat. Risk of CHD did not differ for patients who received oestrogen plus progestogen and those who received placebo (table) . However, women in the treatment group had an increased risk of CHD during the first year of treatment (hazard ratio 1.81, 95% CI 1.09 to 3.01). The groups did not differ for non-fatal MI (table), death caused by CHD (table) , coronary revascularisation, angina, or congestive heart failure.
CONCLUSION
In postmenopausal women, oestrogen plus progestogen was not cardioprotective and may slightly increase the risk of coronary heart disease, particularly during the first year of treatment.
A modified version of this abstract appears in ACP Journal Club. 1 Evidence from previous observational studies suggested that hormone replacement therapy (HRT) offered some cardioprotective benefit, namely improved lipid profiles and slower progression of atherosclerosis.
2 Large prospective randomised controlled trials (RCTs) now contradict these purported benefits of HRT. The Heart and Estrogen/progestin Replacement Study, the first large scale RCT, followed up 2763 postmenopausal women with known CHD over 4.1 years and concluded that HRT did not reduce non-fatal MI or CHD mortality.
2
More recently, the Women's Health Initiative (WHI) conducted the first large randomised primary prevention trial in apparently healthy postmenopausal women. At 1 year, women assigned to HRT had an 81% increased risk of non-fatal MI. However, over 5.3 years, this risk decreased to 28%.
1 Discontinuation rates were 42% for the HRT group and 38% for the placebo group. An important trend towards a decrease in CHD for the study group and an increase for the placebo group may have been confounded by discontinuation rates. Thus, the reported risk for women who received HRT might have been underestimated.
Absolute rates of CHD in the WHI study were 39 and 33 cases per 10 000 person years for women treated with HRT and placebo, respectively. Thus, over 1 year, for every 10 000 women who take oestrogen plus progestogen, an additional 6 will have CHD events. An estimated 20 million women worldwide are taking HRT, and therefore as many as 12 000 women on HRT may be at risk of non-fatal MI or death caused by CHD.
The findings of the WHI reported by Manson et al confirm that HRT should not be recommended for primary prevention of CHD, although the effects of oestrogen as a single agent are unknown. However, for women with severe menopausal symptoms, HRT may be appropriate for short term symptom relief on the condition that women are fully appraised of the risks of CHD and breast cancer.
3 HRT should be prescribed on an individual basis, and re-evaluation with a physician is recommended, particularly during the first year when the associated risk of cardiac events appears to be highest.
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